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(54)Title: QUICKLY DISINTEGRATING TABLETS AND PROCESS FOR PRODUCING THE SAME 



(57) Abstract 

Quickly disintegrating tablets which are obtained by surface-modifying a powder to be surface-modified, which comprises a drug 
ingredient optionally together with a diluent, with light anhydrous silicic acid to give a drug-containing and surface-modified powder which 
has an improved fluidity and can be directly tabletted; then mixing the obtained powder with a filler containing partially gelatinized starch or 
crospovidone; and directly tabletting the mixture. By using the multi-layer surface modification method wherein the above-described 
surface-modification is combined with dry-coating by using titanium oxide (average particle size: 3 urn or less) and erythritol, quickly 
disintegrating tablets can be produced without causing any tabletting troubles which are observed in case of using low-melting drug 
ingredients or highly viscous drug ingredients. Also, it becomes possible thereby to obtain quickly disintegrating tablets having an improved 
taste in case of using bitter or irritating drug ingredients. 
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Rule 70. 16 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of _ 



sheets. 
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Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
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Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
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Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 
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Date of submission of the demand 
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Date of completion of this report 

01 March 2001 (01.03.2001) 


Name and mailing address of the IPEA/JP 
Facsimile No. 


Authorized officer 
Telephone No. 



Form PCT/IPEA/409 (cover sheet) (July 1998) 



INTERNATIONAL PREL 



ARY EXAMINATION REPORT 



tional application No. 

PCT/JP00/01549 



Basis of the report 



1. With regard to the elements of the international application:* 
the international application as originally filed 

the description: 

pages 

pages 

pages 



□ 



, as originally filed 



filed with the demand 



filed with the letter of 



□ 



the claims: 

pages 

pages 

pages 

pages 



, as originally filed 

, as amended (together with any statement under Article 1 9 

, filed with the demand 



filed with the letter of 



□ 



the drawings: 

pages 

pages 

pages 



, as originally filed 
, filed with the demand 



filed with the letter of 



| | the sequence listing part of the description: 

pages __ 

pages 

pages 



, as originally filed 

, filed with the demand 



filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

| | the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 
| | the language of publication of the international application (under Rule 48.3(b)). 

| | the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

contained in the international application in written form. 

filed together with the international application in computer readable form. 

furnished subsequently to this Authority in written form. 

furnished subsequently to this Authority in computer readable form. 

The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 



4. 



□ 
□ 
□ 
□ 
□ 

□ 
□ 



The amendments have resulted in the cancellation of: 

I 1 the description, pages 

| 1 the claims, Nos. 

I | the drawings, sheets/fig 



5. 



□ This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 



Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70. J 6 
and 70.17). 

' Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1 . Statement 

Novelty (N) 

Inventive step (IS) 
Industrial applicability (IA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



9, 12, 13 



1-8, 10, 11, 14-18 



1-18 



1-18 



YES 
NO 
YES 
NO 

YES 
NO 



2. Citations and explanations 

Document 1 : 

Document 2 : 

Document 3 : 

Document 4 : 



JP, 51-54918, A (Nippon Kayaku Co., Ltd.), 
14 May 1976 (14.05.76) 

JP, 9-278656, A (Sankyo Co., Ltd.), 28 
October 1997 (28.10.97) 

JP, 8-99904, A (Yamanouchi Pharmaceutical 
Co., Ltd.), 16 April 1996 (16.04.96) 
JP, 10-114655, A (Kyowa Hakko Kogyo Co., 
Ltd.), 16 May 1998 (16.05.98) 



Document 1 discloses production of tablets by mixing 
a powdered drug with maltose and optionally mixing a 
lubricant and/or other excipients and/or disintegrants , 
etc., and then direct tableting (claims), and also 
indicates the use of lactose as another excipient and 
finely powdered anhydrous silicic acid as a lubricant 
(page 2, upper right column, line 16 to lower left column, 
line 6) and the addition of 1 g of finely powdered silicic 
acid to 50 g of the drug, or at 2 wt%, followed by 
thorough mixing (Example 2) . The maltose in Document 1 
corresponds to a diluent in the present application and a 
lubricant is equivalent to a surface improving material. 

In the written reply, the applicant states that, 
"The invention in the present application is a mixture 
formed by thorough mixing of a surface improving material 



Form PCT/IPEA/409 (Box V) (January 1994) 
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and a base material for surface improvement in a device 
such as a high-speed mixer or a high-speed stirring type 
mixer/granulator, with thorough mixing to give a resting 
angle of 42° or less, with the base material for surface 
improvement physically adhering to the surface improving 
powder so as to improve the surface to the extent that its 
fluidity enables enabling direct tableting, and Document 1 
mentions nothing about this sort of surface improvement" . 

However, since Document 1 indicates that the drug 
and the lubricant are thoroughly mixed, it can be assumed 
that the resulting powder has good fluidity, with an angle 
of repose of the order specified in Claim 8. 

In the written reply the applicant also states that, 
"The invention in the present application enables the 
production of rapidly disintegrating tablets, whereas 
Document 1 says nothing about the production of rapidly 
disintegrating tablets" . 

However, the process disclosed in Document 1 does 
not differ in any way from the process described in Claims 
11 and 14-18, and therefore it can be assumed that the 
process disclosed in Document 1 would produce rapidly 
disintegrating tablets as described in Claims 11 and 
14-18 . 

Therefore, the invention as described in Claims 1-8, 
10, 11 and 14-18 are not novel. 

Document 2 (paragraph [0036]) discloses the use of 
titanium oxide and/or talc as lubricants in tablets, and 
Document 3 (paragraph [0007]) discloses erythritol as a 
sweetener in tablets. 

In the written reply, the applicant states that, 
"Documents 2 and 3 do not disclose surface-improved 
powders containing a pharmacologically active ingredient, 
the surface of which is improved so as to give a fluidity 
which enables direct tablet pressing, or rapidly 
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disintegrating tablets using the same, and therefore a 
person skilled in the art could not easily arrive at the 
present invention by combining Document 1 with Documents 2 
and 3" . 

However, Documents 2 and 3 describe additives for 
tablets, and therefore a person skilled in the art could 
easily use these additives in tablets disclosed in 
Document 1 . 

Therefore, the invention as described in Claim 9 
does not involve an inventive step. 



Document 4 (paragraphs [0003] and [0007]) discloses 
the use of crospovidone and partially gelatinized starch 
as lubricants in tablets. 

In the written reply, the applicant states that, 
"Document 4 does not disclose surface-improved powders 
containing a pharmacologically active ingredient, the 
surface of which is improved so as to give a fluidity 
which enables direct tablet pressing, or rapidly 
disintegrating tablets using the same, and therefore a 
person skilled in the art could not easily arrive at the 
present invention by combining Document 1 with Document 
4" . 

However, Document 4 describes compounds described in 
Document 1 and their substituted derivatives additives as 
for tablets, and therefore a person skilled in the art 
could easily use these known ingredients in tablets 
disclosed in Document 1. 

Therefore, the invention as described in Claims 12 
and 13 does not involve an inventive step. 
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